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DNA damage elicits a cellular signaling response that initi-
ates cell cycle arrest and DNA repair. The metabolic
response to DNA damage is largely unknown. Here we
report a novel metabolic response to genotoxic stress.
DNA damage triggers a critical block in the uptake of glu-
tamine, a mitochondrial substrate essential for cellular
proliferation. Sirtuins regulate both cellular metabolism
and stress responses. We found mitochondrial SIRT4 is
involved in the metabolic response to DNA damage.
These results suggest that the metabolic adaptation is
important for cellular DNA damage response.
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